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FIGURE 1 

Table 1. Growth inhibition and loss of clonogenicity of KB (human nasopharyngeal 
carcinoma) and llepG2 (hepatocyte carcinoma) cells. 

A. Chemical structure 




PC8-3501 008^502 



B. ECSO (growth inhibition) 



cell line 


DCB-3500 (mM) 


DCB-3S01 (mM) 


DCB-3502 (pM) 


DCB-3503 (nM) 


KB 


0.012±0,003 


Q. 106*0,054 


0.234*0,091 


0,028*0,004 


HepG2 


0.011±0.004 


0.110±D.045 


0.264+0.115 


0.035±0.005 


C. LDSO (colony forming ability) 


cell line 


DCB-3500 iiiM) 


DCB-3501 (mM) 


DCB-3502 (liM) 


DCB-35a3 (uM) 


KB 


0.83±0.31 


3.07±1.17 


6.29±3.74 


1.5S±0.47 


HepG2 


0.04±0.006 


0.21+0.13 


0.45±0.13 


0.17±0.08 
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Table 2. EC50 of DCB-3500, 3501, 3502 and 3503 on the growth inhibition of KB cells 
and its drug resistant cells. 

A. EC50 



Cell line 


DCB-3500 (|iM) 


DCB-3501 (nM) 


DCB-3502 (fiM) 


DCB-3503 (nM) 


KB 


0,012±0,003 


0,106+0,084 


0.234±0,091 


0.028:«),OO4 


KB-MDR 


0.014±0.005 


0.143+0.082 


0.282+0.138 


0.026+0.008 


KB-7D 


Q.Q12+Q.QQ7 


Q.225±Q.2Q6 


0,527*0.080 


O.Q45±Q,Q1Q 


KB-7D-Rev 


0.011±0.006 


0.070±0.057 


0.289+0.188 


0.025+0.010 


KB-Hu-R 


Q.025±0.Q07 


0.070±0.042 


0.218+0.167 


0.036+0.006 


KD-Hu-Rev 


0.016+0.004 


0.045i0.004 


0.127±D.095 


0.02810.016 


KB-IQO 


0.020±0.01Q 


0.10310.033 


0.179+0.063 


0.03810.001 


KB-lOO-Rev 


0.010±0.003 


0.118i0.031 


0.247±0.122 


0.04110.009 



B. Description of resistant cell lines 



Cell line 



Biochemical changes 



Resistant to 



KB-MDR 

KB-7D 

KB-7D-Rev 
KB-Hu-R 

KB-Hu-Rev 
KB=100 

KB-lOO-Rev 



gp 



170 1 



Topolli, MRPt 



Topo 11 4 

Ribonucleotide reductase t 
CdR kinase 4 

CdR kinase 4- 

Topo 1 1 
XRCCl t 

Topo I 4 
XRCCl t 



VP-16, Taxol, 
Adrimycin, Vincristine 

VP-16, Vincristine, 
Adrimycin 

VP-16, Adrimycin 

Hydroxyurea, 
AraC, Gemcitabine 

AraC, Gtemcitabine 

camptothecin, topotecan, 
SN-38 

camptodiecin, topotecan, 
SN-38 
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Table 3. Impact of DCB-3500 and 3503 on cell cycle progression 



KB 




GO-Gl 


S 


G2-M 


Control 


24 h 


75 


10 


15 


Nocodazole 




0 


10 


90 


3500 0.03 uM 




62 


19 


19 


3500 0.1 uM 




56 


26 


18 


3500 0.3 uM 




54 


30 


16 


3500 1 uM 




52 


36 


12 


3503 0.1 uM 




68 


18 


14 


3503 0.3 uM 




52 


33 


15 


3503 1 uM 




63 


24 


13 


3503 3 uM 


|57 


30 


13 



HepG2 




GO-Gl 


S 


G2-M 


Control 


24 h 


45 


27 


28 


Nocodazole 




2 


18 


80 


00 0.03 uM 




47 


29 


24 


00 0.1 uM 




44 


33 


23 


00 0.3 \iM 




51 


21 


28 


00 luM 




41 


27 


32 


03 0.1 TiM 




50 


26 


24 


03 0.3 uM 




55 


20 


25 


03 1 uM 




53 


21 


26 


03 3uM 


147 


25 


28 
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Scheme I 
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Effect of 24h Treatmentjw Ih ZH-152 on Cell Cycle Progression 
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FIGURE 21 
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FIGURE 22 



Fig. A Toxicity of ZH-152 on Nude Mice 
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Fig. B Tumor growth (H6pG2) in Nude Mice 
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